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search Plan 

ffU*" fig Alms . c _ u . . thQ niamamius Is an important 

Accumulation of extracellular matnx ECM) i h 9 °J «^ J s 0 , 

finding in most forms of expanmantal glomeiu ^ tnal 
human glomerulonephritis. Penary be Sspin^a^or ECM 
transforming growth factor beta (TGFB) may _be ' Wgg* 
accumulation. We have shown that whan TGFB is acwea ^ 
mesangial calls, it dramaticalr, ^"^g^^dSrin) without 
chondrortin/dermatan sulfate P™ 9 ^^* 5 £ lg S 
altering synthesis of other matnx ■ O^JProwms. ^ may be 

no effects. The unique ^effect or TGFB on i ECM P{« 8 ^ ^aipnof is found in 
viewed as the specific ^^^^^^V^Il We have analyzed 
studies of-ECM h can signify -that TGFB Is/has Deen pr*s nave . toun d 
ECM production in a model of ™mSi***«Q increased 

the Sprint' of TGF3. ^^'^ Xdia from the 

amounts of siglycan and. decorin and, when <»nai w 

glomerufi are added to cultures of ^^S^^oUhe^^ studies is to 
production is strikingly ^^^J^tSS^^Si^S^rod^on and 
test the hypothesis that growth factors (TGFQ) regulates me P 
accumulation of ECM In glomerular disease 

l. layiira: . „i TnFR and other growth factors an the 

b tea ?^x-^f p B 9 9J r «- -H- — 

to block the action of TGFB on ECM production. 
2 - S^To further develop an anima. model of specific mesangial cell 

injury and ECM expansion. oa tholagic ECM in tissue. 

To characterize the «*P°»"° n JV^ glomeruli in 

To characterize the production oi tow oy u,sc " in 
LVure aS Srrelate'with growth faaor induced changes m 

cultured mesangial cells. _ .^^0; me sangial 

e £S Usance o. by 
' Northern analysis and in ^„ h ^ z S' a 0 ^ nIio „ in .ha disease 

TGFB effect. 

BrKKg found rinrf ffwnificanCT. Hoe;nned tQ answer two related questions 
The studies we propose are d «s«oned w anwer w ^ j ( 

that have general relevance to the , pa WJ ^^ calls 
the production of extracellular matrix (ECM)1 by 9 torn ^ ^ atjon or y expans i 0n of 
influenced by growth factors? 2) 'VPt^^d^e toX etfeas of growth 
mesangial matrix in a defined disease mode due ur ne bti t « 
factors? We will review background information pertinent 

? UeSti °Cv S erview ot the Rafctionship of .'-^ 

papal ar^cwrr-n « #• poor 



B. 



c. 



Ph5 JBB 



U217764 



P Wt^r^. - — ■ ■' 

ma other aimers, TGFB-2 and TGFB-1 .2. Northern 

We will also use our a ^SlvM SSSn, fibronectln 
analysis to study tha 2JSdSd by Dr. 

and tenascin. The respective P^*^ 1 * SSraSon levels of 
RuoslahtTs laboratory., n % F»»^ to be 

fibronectin and tenascn g^SS^r ampWis wiB be on 

perhaps, tenason mWJA. Produdng TGFQ-1. An important 

Identification 01 "™ , ™ ,M '"r T".":, masan aial injury will oe us 
step in investigating the °' TGFQ mRNA. We 
idontify which glomerular eel ^ »e pgdu DrtdIzaxlQn on 

will use the cD^.P^^L^^Sed^essfuny to 
Kidney tissue. Th.s W° a< *£^™ ^ demi j S (94} and in 
demonstrate TGFQ message .0 mou* ^pidemj 4 which 

ffiVS^fflSa XWAm Uito .he importance 

of«^ havQ proposed . 

Therapeutic intervention m disease mc ^° . , d block or 
• several experiments that ma> . prari* ^Kel" .mesangial 
ameliorate the action ? TG j^"^ 8 0 fSJ antagonistic effects of 
injury. This includes: 1) ^cation 2 °' ™^ f B the RGD peptide 
PDGF and/or other growth factors 2) «™cts o T n is Mnc £ va ble 
and 3) the P^^^llU the 
that one or more ol these aganis therapeutic 
animal and/or infused ^^^^^^O^r . 
agents to" prevent the expansion ^^ention in animal - - - 
laboratory is experienced in i th s type Qng Qj , 

models of glomerular ^ J» e <^,f J ^ the adion of TGFQ. This 

l ueaT humans with, glomerulonephnt.s. 

Schedule of ^^ s ^J'^^ i i UTe experiments to fully characterize 
a. Year 1 . Conduct cell ■ "^"^mposition of cell surface . 

TGFQ's erfect on ECM. Determine g^J;^ o( growth 
ECM following ensure to TGFB Stu^ m. £CM 

lacwrs.io identify ^"^'^^L^meSngial matrix in the 
production. Charactanze composr tior J °« ™» 9 b 

animal model and E ^£ m Q SSimB . Develop 

cultured glomeruli and in yj*a laoe is ^8 « ' 

rtbody » TGFB and ^*«^XK£n««- 

in fiilU hybridization techniques. y j «J 7778 



